(l2)tt»ta*ftl|&l=»"3l*T»HSftfcHIRHilB 



(l9)1£jM9]tt5T?r4t«HH 



(43) HIS^BBB 

2005 ^9 ^ 22 B (22.09.2005) 





PCT 



(10) SI£4*IM*# 

WO 2005/087289 Al 



(51) BRmffrftH 7 : 

A61K 31/715, A61P 41/00 



A61L 31/00, 



=r2590151»^JI|»SffiJiSB*#fflr#y □ 1 5 O O 
Ml T^U^ ttxt^ttrt Kanagawa (JP). 



(21) Hl^aiMS-^: 

(22) HKlttJBiB: 

(25) ORSailiKOWfff: 

(26) BISttMOsfS: 



PCT/JP2005/0043 1 1 



2005 ^3 11 B (11.03.2005) 



B ^5 



pp 



B ^5 



(30) ffift*f "r— £: 

♦$1^2004-0728 87 2004 ^3 R 15 B (15.03.2004) JP 

(71) mmx(^m^m.<±x(Di^miz^i\x): ^u^i* 

xt^tt (TERUMO KABUSHIKI KAISHA) [JP/JP]; T 
1510072 ]R]Kff»«EHIV« 2 TB 4 4g 1 fl- Tokyo 
(JP). 

(72) 560]*; fccfetX 

(75) §§IE%/ajiIA(*HfCO^T<7)^>: PpJ$|5 ^jg (ABE, 
Yoshihiko) [JP/JP]; T2590151 tt*JH*E#i±ffl5*#Br 
#y □ 1 5 O Offtfil/t^trt Kanagawa (JP). 
HEB (SONODA, Yutaro) [JP/JP]; T 2590151 # 

*JH*£#f-tS5*#nr#y □ i 5 oof* ^;u^e 

Kanagawa (JP). /MS i$ (KONISHI, Jyun) 
[JP/JP]; t 2590151 #SfcJII »£#f-tfB* #rfflT#V □ 
1 5 0 0 Sife -x;^}* iC#*±rt Kanagawa (JP). SI 
(ANZAI, Takao) [JP/JP]; t 2590151 tt^Jll US 

«i±SB*#fflr#y □ i 5oof*f;i/^ftasttrt 

Kanagawa (JP). >f 7k Hit (SHIMIZU, Miyuki) [JP/JP]; 



(74) itSA: ;JtS MIS , H (WATANABE, Mochitoshi et 
al.); =p 1010032 KK»=ffCBaKa*fflT 2 TB 1 2f 
h^-*-T fcf;U3PgTokyo(JP). 



(si) }isifi*(D&i^y, £Ta>«sa>iii*3«Hto< 

plt^j: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, 
BW, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, DM, 
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, HR, HU, 

ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, 
LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, 
NI, NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 
SG, SK, SL, SM, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, 
US, UZ, VC, VN, YU, ZA, ZM, ZW. 

(84) »gBf**04L^y, £T<D««<DI£J*«HI 
T^pTig): ARIPO (BW, GH, GM, KE, LS, MW, MZ, NA, 
SD, SL, SZ, TZ, UG, ZM, ZW), ZL— 5 >>T (AM, AZ, 
BY, KG, KZ, MD, RU, TJ, TM), 3 — □ V /i (AT, BE, 
BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, 

IE, IS, IT, LT, LU, MC, NL, PL, PT, RO, SE, SI, SK, TR), 
OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
MR, NE, SN, TD, TG). 



HP 



ON 
00 



o 

IT) 



(54) Title: ADHESION PREVENTIVE MATERIAL 
(54) %BR(D%ft: ««|ftjLtt 

(57) Abstract: An adhesion preventive material comprising a crosslinkable polysaccharide derivative which has, incorporated in a 
polysaccharide side chain, at least one active ester group reactive with an active -hydrogen- containing group and which, upon contact 
with water under alkaline conditions, can form a crosslinked object through covalent bonding between the active ester group and an 
active-hydrogen-containing group. The treatment of the material to be conducted in preparation for the use predicted beforehand is 
easy and needs no special apparatus. 
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#0 



[0007] (2) tlfSB^tt^<:^WS^#»^rt7K^T^»9. itufE#3^g#^ S B^fll 

(1) fcfBffctf>«*B&it*to 

^fr^ffi^^^tt^i-^ (1) £fcte(2) ^fE^SWESitMo 

[0008] (4) mm^^^/^^K ^(D^/v^/v^m^ ^m^-tt^^u-^;^ 

/vmx&% (1) - (3) <Z)V vf ^^-fB«(D^E5ih«'o 

(5) ffrfE^m^-ttS^, N-tKndr^T$^{b^#)d^^A$^^-efc^ (4) 
bE^MM:*^ 

(6) IfffE^tt^^/v*^^ ^^^W$Kxxr;H-efc5 (1) — (5) icmm^m^ 



[0009] (7)tiifE#lfM^f*^^ ^©Kill^t, fiffE^^TVV^O. l-2mmo 

l/g^ft-e^tp (i) - (6) <dx ^tifr\cmm?>iMmj5iktto 



WO 2005/087289 



3 



PCT/JP2005/004311 



[ooio] (8) ffrts# mffi&fctK ^/^^ymisxxix^.fc^/p^iyT/v^m^hK 

ft-rz> (i) - (7) <d\ ^tbti^mM&mm&iktto 
coon] o) mm^mmmmmm.mxh% (d - (8) <d\ ^m^wM<Dmmv3±Uo 



[0012] (lOtfjfB^^^/v^^agA^^J®^-^*^, Jj/i/y$3ci/m33£Tf/-£tin% 

[0013] (i i) mmm&MT^m^mAtsnzmm-^mvK s m^^^m^ <t 

TO/V^v'T/^/V^tfcftV ^$Te&3 (1) — (10) (Dl ^Tt^^fEicO-itii 
lo<D^rc&3(ll) ^|E*fe(^^|^ih# 0 

[0014] (i3)mmm^^/^&mA£ti%wM^mfr\ ^?^&£x?>/wmx.T;v 
^x^^TMtmmw (.mm^m^m) x&% 0 

[0015] (l^ffrfET/^y^^^ pH7. 5— 12<Dt5H"efe^(D — (l3)(DV^tt^^^fE 

[0016] (15) m^.$kXfo% (1) - (14) (DV^-f ;h^-?Eigc<«^ltWo 

[0017] (16)^»>— h^-e^(l)-(14)(DV^^^-fB«c(D|i^|^_lhMo 

(17) ffrtE^— hvtmtiK MWkm^^^&tLtarmifem^— h-e&s d6) kwm. 



[ooi8] (i8)tfrtE(i)-(i7)(Dv^tL^^-e^(D^tt#»il^#:(A)^, m^mmm 

w- (a) ^^(D^y-^- (o ^«r^tf mm^mmmm^h^mmp5±Uo 

[0019] (i9)tfriE^y^-(c)^ N i^^^2f@^±^i^T^/S*5J;u ? /^c«^ 

— /vs^rrs^y^-^fcs (is) ^tEm^«i^ihit 0 

[0020] (20) tuiE^y^— (C) t)K tfVT/U*Ul/s?y=i—/ummfo, aKU'^WK, ^«3<£ 
W(Z>M^f*^^ W54^< ^ 1 o-Cfc^ ( 1 8) ( 1 9) ^fE«<^«l^lh 
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[0021] (21)tff|E#yT/VdrV^y=t— /VM^foff, iFV^^^V^— /V (PEG) fi^ft: 
-f|^#:^^^5l¥^^^fm§^>^<^lo-e^ (20) ^WE*0«B5ih# 0 

[0022] (22)tfrfE^y^w^yr3— /^^^(D^^y-^— ^w^ycn— 
, hy^n— /vcn^i^ s^y-trn— /v, -^^y^yh— /v^oitj?— dri^-^y-feti— 
/^^^§^^alf^^/ c e<^io-es>«9 s ^o^^-*;^ 100—50, ooo-e&& 

(21) ^fS^«P^ihMo 

[0023] (23)mm^v^uiy^j^—^mmm^, m^m^^r—^m^-r^mm^ 

^-m/^l, 000, 2, 000, 6, OOO^fntelO, OOOO^W^y^— /v§Jtf?y;r^P 

i^^y^— /vrnm^w-, m^mz.T*ym&^ir%Mm^i%fti L mn, ooo, 2, oo 

o, 6, ooo^fiio, ooo(D^^^>^y=!— /k^/Ky^u^y=i— svWMW-, 3 
o©*Sl:ft-;H^tt5iI^^^i^5, OOO^c^lO, 000(Dhy^^ 

^5>^-*^5, ooo^fcmo, ooocDhy^n— /v^^^gy^y^^^y^— 

4o©*SKft- /^^i-^M*¥^^i^5, 000, 10, 000^ 
fctt20, 000CD>^y-fen— ;H/Kyxfky^!J3- /Vffigft:, 4o<7)^®-T^/ 
*^#i~5M*¥^J^^-*^5, 000, 10, 000*7cJ220, ooo^^y-fen— /vm 

^io, ooo^7^«2o, ooo(D-<^^y^yh— /kM^y^^^y=3— ^i^fr, 

4o(D^i^^T5y^^"i-§m*¥^l^^-*^10, 000*7^3:20, 000<D-<^ 

*¥i£f5^*/^io, ooo^7^i«2o, ooocD^f-^y-fen— /v^btfy^w^y^ 

— /l^igf;^ *5j:I^8o(D^^T^y^#i-5mftW^*^10, 000*75: 
{320, OOOcO^df-i^^yirn— /^M^y^^l/^y^— /k^^f^^^^^^il 

im^>*<^lo-r^ (21) ^WB«cO«P^ih# 0 

[0024] (24) ffrfB*°y-<:7W#\ 37-^ if 5^>\ T/vy^i/teXximv^i/frhm^ 

^^<ttio-efc5 (20) ^tBftcD^i^ihMo 
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[0025] (25) ffim&Wtf. \iT;Vn^m., =*MJ">\ # 

[0026] (26) mmmm^mmmw (a) tuia^y-^- (c) <D7kmm-e&tt u 

8) — (25) cov ^1Ttlfr\Z.ffiM<OM%®5lktto 
[0027] (27) *&^t?S>S (18) - (25) ©V^*u5»fcfB*fc©a^^lt*t 0 
[0028] (28) Tfe^^v'— MftK)-C*>5 (18) — (25) <DV >T*baM£fBf6<D*3IB&lbH"o 
[0029] (29)itufEv— #«FSNiCfr (A) ©*3KfllV— He, ifffE*}^— (C) ©v- 

[0030] (3o)mma)-(i7)(Di^ti^mm(7)^m^mmmi^(A)t, m^mmm 

(a) t^i^^iopHiii (b) ^tmm&&mmmm*tbftzmmv5Jktt 



[0031] (3D tfrtE^tt#M^#)^ % &mnmfc (a) i#M^B^ P Hii»j (b) & 

£fb^tpfi|?E (18) - (26) <D\^fLfrlcmm<DMMP5ittto 

[0032] (32) itfftE^y^- (C) (D7K^«^, fijfBpHMWJ (B) Sr^tf (26) ^|E*^^ 

[0033] (33) ^TciyVk^c^— ^h-CfeS (1) — (32) lZ.mM<DmmP5±tto 

[0034] (34) (1) - (33) {-fEicO^P^ltM^tP^^K 

[0035] (35) (i) - (33) <z>v vf ti^^m^mmp5±n^, mm<D^iiL^\ tmv^w 

[0036] *mm(DWMP5±mzm%mm^mmmm^ ^w-mmun^xx^m^m^ 
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[0037] SJtTfcU ^WSrAtoftteffiW-rSo 

^tt^K-CSlSLT, ^W^S^JfrTS^SrV^o *&£fl^ffi©*S«£*3Sf 
[0038] *KlH#t-*5V ^<D£5ftl£*f m&ttTMk&i&blfcrz 

[0039] i-*5v nt, ^m^A^n^^MT/vmit, r/vmikWT 

TT\ ^xk^^^^JiSbT*^^Sr^^T^5fe©TS>ti/tf ~<Z)J;5 

r-cooxj T^UcB#, T/v=3— /uWfcr-oxjSr^^f 5_h|B^S^ttSr±, n- 
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[0040] fiffBr-oxj &Mi$1r%fcfr<DN-}i}?ti^T^&4k'£-yobL,x^ Mfotf)^ n 

[0041] ^mmx^m-r^mmmm^ ^rt^_hiE^tt^^/vs^>^<^io 

,0. 1 — 2mmol / /g-e$)§r^^W*bV\ 

[0042] ^ w ^*3v vt\ ^tt^^/^^^A^^t, ^mmmw-<D^M^mj^r^ 
mm*. is¥t», ^^2s^_h(D#^(D'fri§-^i-§'^^-e^^o 

[0043] ^«^#:<D^#fe^^§#»(Dmi¥^^-*^#i-Tl!iJPS«^V> 0 0£L<te 
^B^i-§fiAW^*5, 000— 25075 (D^mx&Zo Z.<D£yf£^mxfotilt^ 

, M*¥^J^*10, 000—100J5(D^mX&Z> o 
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[0044] &mmmft<D3i'Wfe&&&.*rzm , &&mte. ±ie.<DM&tit&&&*>. m^^r 

[0045] _hfBJ®^#*«, ^tt#^fl^#:<DBtfSS|^^^W#^T*fe^^J;<, 

•So 

[0046] _hta#/v#vgg^ g a^-r^^^^»^bT^, ^m^^v^, ft*?? 

Kelco|± (fyv-^) CO TGENUE pectinj , tT/Vn^^^^S^Cft ( 0 ^) <D l"fc 
[0047] ^IS^^f*<»^/V^^^J:t>V^«^/V^^r^T/Vdr/VS« 
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&&&it6ret*fc\t >z.k&m£LA/ \ ^x^mt^ T/>%v&m. T/^v±m^m 

^i^M^lM^^Mifc ( 0 <£> TDextran T fractions J , -f/^7>it^W^± ( 0 ^) 
(DTpullulan PI-20J ifi&tf btlZo ^/V-^fi, SP^^frlS^Ml^L-OK 

mn&m v ^xmm&bftfrRffc&mm^xmikir%^k&x%z> 0 #HJ&^#ii# 

[0050] «Bj!-e«, ^*S^^7/^V^^^A-r§^^^bT, iife^/i^r^f^fcte 
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xfo%> 0 

[0051] W"C}3\ ^/^ViSoiAfi, ^fi g #>M^V^K<£&fc&v 



[0052] fe^xTMk^mtsnzmm^m^mfe, ^(D&mmmg&tiwjj/u^ 

m^m^lft^b^f^X)^, 0. 1 — 5mmol/g, M^.L-<nO. 4—3 

mmol/g, £*9£?3;L<teO. 6— 2mmol/g-C&>3 0 ^^^/V^V^^M^S'J-^^. 
O. lmmol/g,£<9^/£l^ ^^^M^$tL^^^^^tt^^/V»^^F 



[0053] ±mmm^m^m<7)^^TMt^m (^mmmi^m^m mmm. 



<Djjm^mmz.mi-Mx&i9, sir. ^tvx, ~(Djrm(^m<Djj&kb^^) 



[0054] *mwcD±mj-£v\ ^Mtf^-ibttt, mm, ±mmm^m^m%, #^°n 
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[0055] Jg?ScH54XSfc*5V^Ttt, &&*WffltzM7L, QOXz—i20°c\zMWi1r^tK^ 



fc <£> 5 -et . 6o°c - i 2o°c <Dm<D mmx^v h t£*^ i^flpi-sfc 

7>*^mJJ/l">$3rx/^?-/V (CM) 7**cXh9> (i®CMf^h7y) t\ ^„ rgg??g 

[0056] r#^nh^tt^tt^j m^Wt-^tt^Wf^S^-r^^WJ^TK^^ 

z^y'tih^mvmm^ m^.m^ti^\^, ^^vk*/^^ k (dmsco , 
[0057] za&mx^ mm^mmm^ ^m^mmAmtm>7km&mt&m\\vx, 

i*90*b<{*. 20°C— 40°c-e^ o ^B#r^«S^ast-J:«9«^-efeS/5^ 

[0058] r^m^tt^^A^Jj F±, #/V^^;£fcte#/V^^T/V^ffi^ sM^tt 
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-i/Jj/Vy$>m4^\ 2-fcKn^W^/-2-iXT/^^^^/i^;*-7VK 
\s^b£<9firMXfo% 0 

vW^Kife^ii: (edc-hci) ^ N ^^fKM^fe©is^fcf) % jSH_hA^b^ 

[0060] »^x@^*5v>r^, s^xmn-Tm, mm<vn?fc, sm&xxf 



[0061] #3B^-CK^ fffi£Uc:J;5^ Mc1fe&K^WW^fc<nffi^^^ J M$. 0. 1 

m~rz>z-tt>>x^z> 0 

[0062] ^tt^^/^<D^A*^f|jlJ^i-§/ci6 Mte, ttrfEHJ^X@^*DV vr, tt^-tt 
;]/tf3ci/McD^suWt (Xmmol) KMirZ>®L7kW&MCD^^Wtl (Zmmol) <Djfc (Z/X 



WO 2005/087289 



13 



PCT/JP2005/004311 



[0063] ^ft<D^7/1^3r^(D^e/V#C (Xmmol) ^i-^m^-tt^^A^Jtf^/^: ( 

mfetsti^^, o. i<Y/x<ioo&mtcirmMm$xfo%^tmi-~£i.\\ 

[0064] M^lf*^ f£tt^^/^^A£tLfc#^ It^ ^>^t°7 

[0065] «W^#§#tfM^f*^ _hfB^tt^^/V^^oJ;l>^tt7K*^^^*Px. 

[0066] ffi^^/vm^mAm (%) E\ fe¥k^^MbWM<D^mfi>iiirZ>ljjV7$*i/ 
^^;vm^X.m;v^^^ ; v^^;vm{^k~r, ^/v^^S (tc) t 

(Dit (AE/TC) iClOO^mir^tXmi-^ ttfX^&o 
|5t|x^T/VSiA¥!*> fclfcfif. Biochemistry Vol. 14, No.7(l975), pl535- 

1541 \cmm<vjfmz. x^mir^-t^x^ 
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^mmx^^^xmrnm^nm-r^b^x^^m^^ ^mmm t-m 

[0070] ^r, ±M&wmmfcv>i&mRi&^ m^^/vmbm^m^ 

*\ ^mmmi^mmKpummM^mMvxmmir^mim^mifhn^o 

XVMfcWKfe, pH7. 5— 12. $?^b<fipH9. 0—10. 5(D7ktfl£T \Z.Qt~t%>Z. 
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<TJ;v\ #3ifM^^T/v^y^#(D^^^Mi-a-^^J:»9^cD^^^^ 
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N ^7nv*/vb\^XMWk~rz>^-bi»X%Z> 0 



[0073] i/-bvt(D^mmmm^ ^mmmi*&7k\mM^%mmmmrMbmww& 

, *J8ffRSrP3fi-t"5*©pHr±3. 0—7. 5Xh%z.bfim-^v\ pH^3. oJ^T-efe 

^r^^^^^-e^§ o jj^^^y^- ^ mmTkMw&^mz.mmvx x 30—11 



[0074] £fc, ^s-eii, _Lte#« ft*H#: (a) fdioj&^^mi^-J^^tt^it 

m^muxx^xh^ mmm^x4-mm^mx^xhxx\ Mfcm^ tcbx. 
u±M^mmmw- (a) b, pHfg^j (b) b%^mmm^z>mm&±mm 



[0075] pum^M (b) m&$nii*^m££n%h<Dx&^x-b£x^ &^c£>?mi^£ 

xm<Dmn^^xx^xhx<, mcDyoWfe, ^mmmw-bu^xh, ms-l-x 
[0076] ^mmxmm^n^pummm (b) 3^ «k ^^mmm^ta-i^ 
m^m^M^r^o phi«^j(b)«, #^rb^^v>^ n jy^a*. m&fc 

A«EiffipHllitLt, ^r(D^)7%7K^«(pH8. 3) ^mGLMmbVX^ m 
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[0077] ±iEm^o^^ii^b-c«, #»$i3ifr©ais^i— 80% (w/v) (DTkmmt 



^.(D^XU, fflU#M#^M^bT, ;i:l#l^#*ff^ftw3S^0. 1-60% (W 

/v) (DU^7kMWtbir^bi»X^ 0 #ffff^f*<DmJt;6U-80%(w/v 

W^^ft^^^SiS^O. 1-80% (W/V) <DU&7kmwtfrh?£Z>h(D^mf & 

[oo78] -^t^mmx^ mmp5±ubi,x, ^mmmw(A) b, m^y^— (o t&izt? 

M&VoK. flftfBpHUfigPJ (B) £r£3H2r-OfcJ;v \ 

[0079] ^y^— (c)«\ #t-P&^£;h/£v^ tfey-^— (c)(Di^^t-2f@^_h(D^i^ 

[0080] ItflE^yT/V^rW^y^— 7Vfl^#:i!bT«, atfy^Vi^ya— /V (PEG) ffiif 

fl^^s^tf fetb^ 0 ^lt, ^y^^w^y=t-/vft^(D^^y^— 
j6s^»fbtt5o #yr/v^p-w^y=j— /vft^tfrod^f-ittioo— so, ooo-t?&3~ 

b&ffriZLW £W~£L<i-z, 1, 000—20, ooo-e&5 0 

[0081] jiiE^y^u^y^— /^^flc^bTtt^tcisje^twfev^d^ m«s 
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K^-^r— /vS^i^fifi^Pi^^-fi^i, 000, 2, 000, 6, ooo^fcteio, 000 

000, 2, 000, 6, 000^^10, 000<D^^Ul/sf])=i—/Vmti< 

, ooo^fcteio, ooo(Dhy^n— /v^^gy^y^^v^yri— /vWMVf, 3o© 
^S^T5y^#i-§m*¥^J^^-*^5, ooo^fcmo, ooocohV^v— /v^ 

^-i^s, 000, 10, 000*^^20, OOOcDv^yirn— /H^yx^i/y^JJn- 
^Isl#:, 4o(D^^T5y*^i-§miTO^*^5, 000, 10, 0003:7lite2 

0, OOOOv^y-fen— /umtfy^^^V^— svWMVf. 4oo*Si-ft-;H 

^-tzMMr^ifyft^-MLfino, ooo^fcf*2o, ooo<D^^^cy;*y /v^^y^ 

^w^y=i— /vmm>fo, 4o©*Si:7^;S io, ooo 
*/cf*20, ooo<D-<^^y;*y /vff*, 8o®^s 

\Z.^-Jr— 7VS^i-^Mm¥^J5>^-m^lO, 000*7^^20, 000(D-^^fi^^y-fen 

i^io, ooo^f*2o, ooo<»^^yirn— /^-M^y^i/^y^— /^M^f* 

[0082] r^^ipj^j^9*^"S (weight-average molecular 

weight) J M^<D^^&^mirmW.(D— o-Cfc^o ift^te:, I^CS* 

^sfy^—/VWIMW-\±, Mx.lt, Poly(ethylene Glycol) 

Chemistry: Biotechnical and Biomedical Applications, J Milton HarrisHI, Plenum 
Press, NY(1992)(D||22^^fE^$^b/i^&^t^oT^Mi"^-^^-e^, 
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OTEA, bPTE-10TSH#) b\^XMA-$~%~bf)>X'%Z> 0 

[0083] _hfB^y^^K^b-C{*, #^fte£tb&i ^ -t?5^V> Tsvy^y 



[0084] 



n^?->mk. try^mfc. fr9bm 



5. 



[0085] 2oO*Stft- /V^Sr^Ti-^^^l/^y^— /VMPEGfta^ft:, 2o©*ffi(C 

^MPEGM^f*^ 4^xDMi^K^— /^^i-^^^-V^Vb— /V^PEGi 
2g#\ 4o(D^^T^y^^-f-^^^^y^yh— /^MPEGf|^#:, 8o©* 
\C^— /^^i-^^^ih^y-fen— ;HPEGfi#:, 8o<D^H-T^/X^f 
-TS^^^yirn— /vMPEG^agft:, T/V^^, if^>\ tf?yy vV 

fi^^<^lo<D^y^— (c) ir^tt^^/Hb^^^^ir^ffi-^o 

[0086] 2o<Z)^ffi(Cft- /V^^i-§^W^y=i— /V^PEGf|2g#:, 2o(7)*S[- 
T57^^i-S^^-I/^y=3— /VSPEG^2»#:, 3o©«iuft-/H^ft 
§hy^£2— /Vrc^^pEGf|ag#:, 3o(D^S^T^y^^i-§hy^^n— /vrc 
^MPEGM^#\ 40(D^^^^— /^^-f-^^^^y^yh— y^MPEGfl 
4o(D^^T$y^^-r§^^^y^yh— /k§yPEGf|^#:, 8o©*ffi 



/vS^i-^-^^rf-^yirn— /vMPEG, 
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[0087] 2oo*Si^ft- /i^m^ir^^-u^])^— /l^PEGft^ft:, 2o»*ffi(^ 

^ySPEGiift, 4o©*«i:ft- /vs^rr^^^y^yi— /^pegm 

(D/Ky-^— (c) t^^^^TMtCM-^/py^t^m^^o 

[0088] 2o©^ffl[^t- /VMttS^fV^'P^- ;HPEGff#:, 2o»^ffi(^ 

^^mpeg^^#: n 4o©^g[^- /vs^-r^^^^y^yh— /^pegm 

2g#:, 4ocD^S^T^7S^-r^^>-^^y^yh— ^iPEGif^, 8o©*fi 
\C^— J^mt^^ ^i^-^y-fea— /kMPEGfl^f*^ 8o<Z)*ffitT^l^t 

-rs^i^y-fep— /vMPEGM^ffc, T/v:/^, •Vt^/^ tf?yy ^ 

[0089] ^fitft-^Mtt^ii^^i^i^l, 000, 2, 000, 6, OOO^fcte 

io, 000(Z)xf^y^y3-/nypEGlift:, i*fit75yS^ft5it¥^ 

3H^A/^1, 000, 2, 000, 6, 000£fctel0, 000tf)3^W^y=i— /vgypEG^ 
3o©*ffi(^t- ^S^ftSlt^^^^t^S, 0003^3:10, 000 
(D^y^^ti— ypx^ySPEGiifr, 3oO^SiC7^S^|-t5iI¥^^ 
0003;fctel0, OOOcDhy^d— /P^^mP~EGW^i$. 4o©^giCf 
t-zH^ttSlt^^t^S, 000, 10, 000^fc^20, OOO^i/^y-fen 
— /VMPEGf|2g#:, 4o(D^^T5/^^i-Smi¥J^^S^5, 000, 10, 
000^^20, OOOcDv^yirn— ;HPEGfi#:, 4o©^Si^ft- /H^t 
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i-Sfij^FJ&a-^StfSlO, 000*/cf*20, 000CQ^>-^y^yh— ^mPKGW^ 
fts 4o(D^S^T5/S^i~^>fift 5 F^I^T-m^lO ) 000£fcte20, 000<D^ 

A^iO, 000*fcf*20, OOOO^^i^^y-fen— /^PEGfl^#:*3J;t/8o©7^C 

[0090] M^S^^^-— /V^^r^"i-§M*¥i^^^-*^l, 000, 2, 000, 6, OOO^fcte 
10, 000<D^i/^y=t— ;V®PEGlf#:, M^i^T5/^£:^i-5MM¥i£f 
^H^i^l, 000, 2, 000, 6, OOO^fntelO, 000(Drc^w^^yn— /V§{PEGM 
3o(D^iat-^— /^^-r§M*¥i^^^-i^5, OOO^fctelO, 000 

i*S5, OOO^fcfilO, 000<Z)hy^ti— /V3i^§yPEG^^#:, 4o©^ffi^f- 
t-/vS^tt5H¥^^i^5, 000, 10, 000^7t{*20, OOOcDv^y-fen 
— /VMPEGM^^, 40(D^i^^T^7S^t"^M*¥^J^^-*^5, 000, 10, 
000^^20, OOOcD^y-feti— /VMPEGM^f*. 4o©^ffiiCf 

i-5fim¥*^^-m/^io, 000^^20, oooco-^s^y^yh— /VMPEGM^ 

4o(D^^^T5y^^#i-^.M* 5 F^f^^*^10, 000^/c^20, 000<D-< 

^^y^y},— /vMPEG^^f*, 8o(D*ffitft-/vMtt5it¥Mf 

A^iO, 000^fc{*20, OOOO^^-^^yirn— /k^PEGfl^^^itFSocD^S 
^T^/^^l-^fiA^^^m^lO, 000*/t«20, 000<D^r1^yi?P— /V 
MPEGf|^#:^^^l¥^ i Mtftl,§^*<i^lo(D#y-^— (C) y^tt^TVV 

[0091] M^iffi^^^— /VS^tt5ll¥^^t^l, 000, 2, 000, 6, OOO^fcte 

io, oooco^u^v^— /UPEGlffr, i^^t7^ys^|it^il¥^ 

5HHt# s l, 000, 2, 000, 6, OOO^fctelO, 000(D^^- u>jfy =1 —/vmPBGW 
mfc. 3o©*S[:ft-;H^tt5Ii^^^I^5, 0003;/ctel0, 000 
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jfc5*5, 000<Dhy^n— /l^c^^PEG^^ffc, 4o©*S(-f 

/^^t"SMfi¥^J^^-*^5, 000, 10, 000^^20, OOOcDv^yirti 
-/V^PEG^^ft:, 4o<D^i$^T^/^^-r&M*¥J^^M^5, 000, 10, 
0003^3:20, OOOtDv^y-fen— /VSPEG^aSffc, 4o©^ffitf^--/H^f 
i-^Mm^P^^^-m^lO, 000^^20, OOOcD-^^y^yh— /V^PEGM^ 
f£, 4o(D^^^T5/S^i-^fia 5 Fi^5>^i/5 s 10, 000^fc«20, 000<D-< 

i/^10, 0003;fcte:20, 000<D^^V±ti—/vmPKGW^i$&£Tf8^<DMiffi 
^T5y^#1-5Mi¥*^^*;^lO, 000*fcfi20, 000(Z)^i^^yirn— /V 
MPEGf|ag^^^^^^3S(m?.^*<^10(D^y^— (C) ^tt^TVV 

[0092] M^i^i^^-— /vm&ilir&MML^ifyft^MLfin, 000, 2, 000, 6, OOO^fcte 

io, ooo<D3i^-i/^y=2— /v^ypEGM^^, i^*fi[-75/S^ft51t¥^ 

^^-m^l, 000, 2, 000, 6, 000^7t«10, 000(D^^U>^J=i-~ /V§{PEGM 
3ocD^S^^— /V^^#-r§m*W^i^5, OOO^fctelO, 000 

*^5, 000^/t^lO, OOOOhy^n— /V^^MPEGM^ffc, 4o0^tf 
t-^S^tt^lt^M^t^S, 000, 10, 000£7cte20, OOO^v^y-fen 

— /l^iPEGM^, 4o<D^$a^T5/^^-r3MSW^*^5, 000, 10, 
000^^20, OOOcDv^y-feti— ;HPEGfi#:, 4o0^ffi(:ft-/H^t 

i^fiMW^H'-A/^io, 000^^20, 000(D^^^y^yh— /vMpegM^ 

flc, 4o(D^^^T5y^^i-§Mi¥^f^^*^10, 0003^320, 000<D-< 

^^y^y h— /vMPEG^^f*, 8o©*Si^ft- /vS^-T^MW^ 

M/^10, 000^fcf*20, OOOcD^l^yirn— /^PEGft'gfl^J^SocD^S 
^T^yK^^i-^fii^i^^^-i^lO, 000£fc«:20, 000tf)-^r1^yi?n— /V 
MPEGf|^#:^^^l¥^^S{m§^^<i^lO(D* 0 y^— (C) ^tt^^/k 

[0093] ^mm^fc (SD) (A) CT-T^y^— (C) (AP) £<D?Ml^ it* (SD/AP) S 
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D/AP = 20/80—98/2 (W/W) Xfy&^bf)W~£.V<, ^U^— (C) &80MA% 
i%^<^$^^«, aH!^— (C) (Dpa.*^i«9^»^#: (A) CO i B5K« 

[0094] ±m^mmmm^z>mmp5itm-±, ^o^^^ts 

OpHfg»J<Di&^Ml^bT#fb;Jx5pH^ 
[0095] mifB^O^lim^, ^V^^pHf«^J(Dm^ti't^^fSiJ^(D#^fi^^^ 

*3t^^», ^y-^-(c) b^a^-hrt^oTLo^^B^^^n^vN 

Do 

[0096] %mW^W- (A) <Z>*}§^ ^y-^- (C) (D7K^^n-€tL|«b, ^S^-T^ 

ri:^-e^ 0 ^^7K^^M-^-r§^^^J;«9, #«^(A)^y^-(c)#^> 

#$1 — 80% (W/V) jKU^— {C)(Di$MWL\^ 80 

%(W/ / 'V)-efc^(D^W*bV\ tf?y-^— (C)^fifi-^TK^, pH7. 5—10. 

o^^pbTtS:V\ #W^f*(A) cDTkmWcbtf})^— (C) o^K^t^M^ 

^W^^Itf|2$#:(A)^y^— (C)b&&fr1ttim&fc0. 1-80% (w/v 

[0097] b^^mm-^^^^TKxm-r^bK^xmm^^t^x^ 
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H7. 5—10. 5<D7kf®^ttZt&f&£LA/\ h4fc<0#*lf*aj5fc4&fc:, pHfHi 



[0098] ^-h^o#itia^^«, &mmmfc (a) sr*^^*, iw^^m^^ 

mfo (A) <^®<D^|fcSriftft5-£ft< , (C) SrSMiteitrS^ nrtB&fcSo 

[0099] ^K^*3V>T, 3g*B5JhW^^tt#^RR^tt5fev>dS, afcifc, *& 
[0100] atfy-^— (C) Sr^t?#)iFm^tt, $^^tfffBpHM^J^^L-C^ffli-§^^^ 

[oioi] ^r>, &m%Bj$MKtt.. *ftm<D%m&W£frt&^mRT?. jx^jk^mnm^ 

m. &%n. mm, mem. ?um±m. m^m. m&mmiL mm. mm. 
^tm±m. mm. mwsim. m^m^^m, mm. mm, mnm, vs 
mm, m&m. mm. mmm, mmwmm, i%&m, mmm, %<mm^mfh 

[0102] mmbLrXMfcma-z, mmmzwrmztizmmmm, 



WO 2005/087289 



25 



PCT/JP2005/004311 



^Ty/vr/i^*— /k ^ryyis, thjk?tr/v^^ (hsa) , /k y/wtr 

[0103] ^ffl£*v5*fi#:te, ^fflfPfif^C-CJifS^^^^igllfcSV^iia^-fr-CMfm 



5 a*, rtvfe^RB^^^(D-e^V\ ifcfc, jg^fc:/ 



[0104] ^^(D^SI&lkjm, ^fflBt^^^JtLT, fi]3zti(DpHf«^IJ^tp^h 



[0106] ^w-era, ^KJhW^M^^^^^p&T^Tg^tt^srw^a, 
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ikw<Dm&, mttnz. ftm-rz, wstrz, Km-rz, mmr^tKXoxm^, 

•So 

[0107] ^mm<Dmmp5AtutL-xmm^ti^mmmm-i, l^fm^^^/v 

[0109] ishK, ^m^mmm^x^mmmm-i. i^^oii** 
^mmm^xrj^fDm^m^mm^utvx^mx^o 

[ono] (&mmi) 

(i) MM^m (wm&m) <&mm 
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T^^h^CDextran T-40, Amersham Biosciences|±, ll^^f^O, 000 

)io g ^, lsx^m^bv^^mmiwxv) (Tkm^bWJ*, MMmxutt 

(W/V) (^e/^tVVgm 3M*i&|gXitf±®[) 75g^^PL-C, 6o°c-e6B#r^a# 

Lfc 0 ^r<£>^ 20%i»^fflLTSJ^§$^pHl. 0^f«U 25 c C-e2B#^a 

#bfc 0 SJ^^*^r90vol%^^y— /P-7K^IS(100%^^y— /K fP3tel»X|it± 
§!£)5U^gTU h^fflv^Wtii^^dlilXbTto 90vol%^/— /VfrMWi 

[01 1 1] (2) 2>/Vs$3rz/m, fo^^Jj/^^y^/Um&feM: 

fc5v /v« (Z)StSrtTofc 0 WM^WO. 2g(A(g))3rfTOi*9 

„ 0. lmol/L7K^b^hy , >A7K^^20mL^80vol%^^y— /VTK^I^lOmL^cD 

m&wwifcmjjuu 25 o c-c3R#r H m#ufc 0 #fb^fci»^ m^nix-ri. 0%^ 

;n/— /^:7^W^(W/V)/90vol%^/— /P-7K^lK^3M^Pb, 0. 05mol/ 

Lfi?L^^fflb-C^*^^^TV\ 0. OSmol/UM^fflACV mL)»J 

i 

^»|W|#^L-C^fofc^9^-e(D0. 05mol/Lfi5t^(D^ffii(V mL)£$JSbfc 

o 

mmol/g)^ftilLfci:r5, 1. 01mmol/g-Cfcofc 0 ^fflLfcO. lmol/L 
^^tf-hy^-Mclg^ 0. 05mol//Lgt^(D^tt«, ^fcfcl. O0-Cfcofc 0 
[0112] B=(V-V)X0. 1^-A (1) 

o 1 

A:jjjCf*#3ir©IC*(g) 

B : %/V^i/Mte£TfjJ/^^>7t?-/vm<DmM. (mmol/g) 
[0113] (3)^tt^^/HbCM^^h^V(D|eM 
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l-^;v-3-^^;VT^J^n\i°;v^;v^M^Y&kM (EDC) (fP3fcM^XH 

±m(l)^nhthfz.mmCM'T^b9>(^/^^^/vmmi. Olmmol/g) 
2. Og£r, DMSO200g^^PL, 70T^3R#P^*#LT^#?Wfc o NHS2 
. 32g(20. 2mmol) £EDC3. 86g(20. 2mmol) ^r^BLT, 25 < C-e24B#|WJflM$ 

Z/X= 10, Y/X= 10 

[oi i4] (4) fe&ttTMt&m i^mmmm ©NHsfAt©! m 

(3) -e#^>^c^tt^^/H^CM^dr^h^^^oV vf, WTO £5 KLX&lbfZ 
NHS^ASf*. 0. 4mmol/g-efcot„ 

N-tKP^^^W^K^NHS)^^^^^^^/^^, 0. 1, 0. 2, 0. 5, 1 
. 0, 2. 5mMONHS^2p7k^fef$MLfc 0 ^-NHS^2p7K^-ftlmL(^ 2NtR^ 
^^hy^-A^K^O. 2mL^ii)PL, 60°C-e*Pl^bT10^rBm#bfc o 0 
. 85NJ&6£1. 5mL, ^itK). 5%FeCl / lNiMM%$mO . 5mL^^PL, 

3 

Sf+^fflV^TM^6ft500nm(DP^^;S»J^bfc(FeCl , fP}teM3£X|g|±®Do 

3 

[0115] Y=aX+j3 (2) 

X:NHS|6S(mM) 

a=0. 178 (M^) 
j3 =0. 021 (^0>t) 

r=o. 995 (mm&M) 
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[0116] o) <Dm\k^xTMk&mo. oig(c(g))^#w, m^imu-mnvx ^ 

25 0 C-e3B#P^ft#Lf^, 2N7Kli^^hy'>^7K^». 2mL^^DLt, 60°C-C 
MW^X10^m.Wm"fotz. 0 85NiMl. 5mL^ttL 

fco ^^Sr^t?, #feh,fci8»H&>e>, 6i®M£fflV>T^^<m*Lfc^ 0. 5% 
FeCl /1N*MI»0. 5mL^^j]PLt, ^3tStf?rfflV>-C®MA500nm^ 

3 

$3tfz>m£&umistc (Feci f p^m^x^i±m) 0 ytytmmfemK nhss 

3 

»©NHSS^tt (Dmmol) ffiLfc, *£WC, TfEtf*£(3) Eftfe^*^ 
NHSiAt(mmol/g) = (DXH) XO. 001/C (3) 

[0117] (5) mv£^TMk^mmmw-(D g a^tt 

flfe^Ufco ^*10mL(D?f ^#W(9/^LT-15100, TVWE-flJi) ^ N 
lmL(pH8. 3)£rMU KffcW^U— (MT-31, -^Hft^BJSl) £ffll>T!tJ2 

[0118] 

(i) isjpf (wm&m) <7>mm 

/V^V'^V (Coatmaster, H^±, ii¥^^l200, OOO) 3rfflV\fcl££Jtf1* 

^-c-a-^ji (i) £iuc&#£ufco 
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[01 19] (2) &>5V ^JJSV7$3c*yyl<?-/]s&<Dfem. 

0. 72mmol/ / 'g-e$)o7to 
[0120] (3) ^tt^^/HbCMtKndrv-rc^/V^V^OlQM 

^MCMtKo^r^-^^/V^Vy^O^tt^^/HbSi^^^. -^^Jl (3) tmV, 

/V^iO. 72mmol/g)2. Og£rDMSO2OOgt£^0nU 70 < C"C3ll#IH)3&#L'r$£ 
fifLfc 0 -£<£>^ NHS1. 66g(14. 4mmol)iEDCl. 38g(7. 2mmol) Sr^JPLT 
, 25t-e24B#^ft#Lfc 0 

-tut, j^i^^^[ii(3)^^i#^ HJSM^i*7thyc«r, wm^m 

Z/X=5, Y/X=10 

[0121] (4)m^*TMk^m&mmmm<DNHsmAM:<Dw.m 

lAili, 0. 19mmol/g-efcofc 0 

[0122] (5) Mk^mmmvf<r> i a£»& 

[0123] (^^!)3) 

(i) mPc&w mm&m <Dmm 
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01, ttm&voft^wvzffi, m»¥^j^»ioo, ooo)^m^^fc^t£xm-i, 
&&mi (i) tmi^kftbuzo 

[0124] (2);M^3rv^ fc5^IW;^'>yf /^Sogl 

f?!|3(l)T:1#^nfc^MCM7 0 /V7^©^7/^dr^^-/VSm«, 0. 79mmol/g-e 
[0125] (3)^tt^^/HbCM7°/V^^(D|raM 

_LfE<£>^$c$|3 (1) -e#fetl/c^^CM7 P /V7^ (*;V^^f/HtO. 79mm 
ol/g)2. 0g^DMSO200gi^»b, 70°C-e3B#^ft#LT^^b7^ o *r<D^ N 
HS1. 82g(l5. 8mmol)tEDCl. 51g(7. 9mmol) ^^j)PLT, 25 < C-C24B#IHi 

Z/X=5, Y/X=10 

[0126] (4)^^^Mt^m(^mmmm ©NHsiAtwitu 

ofc 0 ^^^!j3(3)l?#^^tri?g-tt^^/HkCM^V^^(DNHS^Aif*, 0. 20 
mmol/ g^feofc 0 

[0127] (5) m^^TM^mmm^ g e^t£ 

[0128] (^^!I4) 

(i) mn^m(mm^m)<Dmm 
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[0129] te^/v^v^ fr^ViZr/VsFJciy^/umfDfeM. 

^!l4(l)Tl#^^c^MCM^^hIJ>'(D^7/V#dr^^-/VSm«, 1. 26mmol/g 
[0130] (3)^tt^^/HbCMT f ^hy^(Z)MM 

±M<D^mn4 (1) -e#^tv/c^McM^^hy^ (^/v^^^f/nn . 26 

mmol/g)3. 0g^DMSO90g^»]U 7 0°CX 3mm W:WVXmM^fc 0 ^cDfl, 
NHS4. 35g(37. 8mmol)^EDC7. 22g(37. 8mmol) &lffisM'LX, 25°C-e24fl# 

Z/X= 10, Y/X= 10 
[0131] (4)^3i^/Hb^*t(#«fl^#:)(Z)NHS^A»»#m 

80mmol/g-efeo/t 0 



[0132] (5) ^^^TMt^mmMW-(D g a^tt 
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[0133] 

(i) mm- mm^m) <onm 

*i63, ooo) ^m^^t'^t^^ £x&&m4(D tmv4kWrkuto 

[0134] (2)JJ/V7$3ci/^ fc§l^#/V^rvO^V^<Z)^:i: 

. 27mmol/g-efco7to 
[0135] (3) ^tt^^/HbCM^S^^T ?d r^hy XDMU 

;Htl. 27mmol/g)3. 0g^DMSO90g^^PL, 70T^3R#P E g*#b-a§#? 
Lfc c NHS4. 38g(38. lmmol) £EDC3. 64g(l9. O5mmol) gr^tJPbT 

, 25 < C-e24B#r 3 m#bfc 0 

&ffiMLito z/x&£m/x(DitfeTW><Dm<9Xhz> 0 

Z/X=5, Y/X=10 
[0136] (4)^tt^^/Hb^lS(#W^#:)^NHS^Aft0^m 

iAitt, 0. 53mmol/g~e&ofc 0 

[0137] (5) &&^xrrMk&WffiWfc<D § B3£fl§t£ 
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[oi38] mmmi) y^h^mmm^ry^n^ mMWitwm 

Sprague-Dawley (SD) ^^h^^^— /^WtTXWmVXm^, WJ3§CQ^ 
MV^WWMW-^ ■ 3ml$t«U ImoKDNa HPO 0. 3ml£rM?Lfc?£- 

2 4 

[0140] ^wi^s#*Sfi^*^«#*tm^^^^5jgir^jh*t«, g^©s 
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m^mm 



en 



[2] 



[3] 



[4] 



[5] 



[6] 



[7] 



[8] 
[9] 



[10] 



[11] 



[12] 
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